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10th November 2006 



The European Patent Office 
PB5818 Patentlaan 2 
NL-2280 HV Rijswijk 
Netherlands 



Dear Sirs 

Re- European Patent Application No. 05 776 434.2 based on 
PCT Patent Application No. PCT/US2005/012028 

(Filed 12th April 2005) claiming priority from 
US Patent Application No. 60/562,643 

(Filed 15th April 2004) 

Applicants: Samaritan Pharmaceuticals, Inc.; ana 

Georgetown University 

inventors: LECANU, L. ; GREESON, J.; PAPADOPOULOS , V. 
«M of U-Alkylpiper Azinyl) (Phenyl) Methanones in the 
Treatment of Alzheimer's Disease" 
Case; SLWK 1941. 001BP1 

BY FAX 

European Regional Phase of this applxcatxon. 

We are instructed that the Applicant wishes to proceed 

Ta a %t\e= 

Greece ^ESSfc. "StiSi. S2E&. SS?.' ■ "2==^: 
Sonaco', thT Netherlands, Poland, Portugal, Romanxa, Sweden, 
Slovenia, Slovakia and Turkey. 

we have today sent a copy of this letter to your Cash * Ac coun ts 

I r-» r~ r\ n -1 -I 4-*^ j^r^tr/a-r- « — 



28050111 to cover:- 
1 



National Fee; ZUF KaSSe 

2. Designation Fees (Max 7) ; 

3. Search fee (80% i.e. Euro 576); 
Substantive Examination Fee (100% i.e. Euro 1490); and 
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5. Additional claims fee (4). 



contn : - 
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c. inrp thiq case has a filing date before 1st July 2005 an Offi- 
cial Search ill or Euro 72Q 9 applies. However, we have only paid 
HI of the Official Search fee as the International Search was 
carried out by the U.S. Searching Authorxty. 

An examination fee of Euro 1490 also applies. We have paid the 
Sir S^stanTive Examination fee as International Prelxmxnary 
Examination was not carried out by the European Patent Of free. 

Would you please accept this letter as our formal request for 
Substantive P Examination of this application which should be 
carried out on the basis of the claxms enclosed. 

Would you please return the attached copy of this letter to 
acknowledge safe receipt hereof. 

Yours faithfully 

/rian Lucas /gar 
bartered Patent Agent 
'European Patent Attorney 

Enc: Fee sheet (Munich) 
New claims 

Records : - SLWK 1941.001EP1 
Status - 24 Nov 06 



WHAT IS CLAIMED IS: 



1 . Use of a compound of formula I: 




wherein: 

a) R\ R 2 and R 3 are individually H, OH, halo, (C,-C 6 )alkyl, (Ci-C 6 )alkoxy, 
(C 3 -C 6 )cyc]oa!kyl, (C3-C 6 )cycloalkyl((C|-C 6 )alkyl), (C 2 -C 6 )alkenyl, (C 2 -C 6 )alkynyl, 
(C,-C 6 )alkanoyl, halo(C,-C 6 )aIkyl, hydroxy(C,-C 6 )alkyl, (Ci-C 6 )alkoxycarbonyl, (C,- 
C 6 )alkylthio, thio(C r C 6 )alkyl, (C,-C 6 )aIkanoyloxy, N(R 6 )(R 7 ) wherein R 6 and R 7 are 
individually H, O, (C,-C 6 ) alkyl, (C 3 -C 6 )cycloalkyI, (C 3 -C 6 )cycloalkyI(C|-C6)alkyl, 
phenyl or benzyl, or R 6 and R 7 , together with the N to which they are attached form a 
5- or 6-membered ring, optionally comprising 1-2 S, NCR 6 ) or nonperoxide O, or R 1 
and R 2 together are methylenedioxy; 

b) Y and Z together are =0, -0(CH 2 ) m O- or -(CH 2 ) m - wherein m is 2-4, or Y is 
H and Z is OR 9 or SR 9 , wherein R 9 is H or (C r C 4 )alkyl; 

c) X is (C,-C 6 )alkyl, (C r C 6 )alkoxy, hydroxyl(C r C 6 )alkyl (C 3 -C l2 )alkenyl, 
(C 2 -C 6 )alkynyl, carboxy, (CrC 6 )alkoxycarbonyl, thio(C r C 6 ) alkyl, (C 3 - 
Ci 2 )heterocyclo, (C 3 -C, 2 ) heterocycloalkyl(C r C 6 ) alkyl, aryl or heteroaryl, optionally 
substituted by 1 , 2 or 3 R 1 ; 

or a pharmaceutical^ acceptable salt thereof in the preparation of a 
medicament for treating a mammal threatened or afflicted by Alzheimer's disease, 

2. The use of claim 1 wherein the medicament is for inhibiting Ap peptide- 
induced neurotoxicity preferably A0m 2 neurotoxicity. 

3. The use of claim 1 wherein the medicament is for inhibiting glutamate-induced 
neurotoxicity in said mammal. 
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4. The use of any one of claims 1-3 wherein the mammal is a human. 

5. The use of any one of claims 1-4 wherein R 1 , R 2 or R 3 is N(R 6 )(R 7 ). 

6. The use of any one of claims 1 -5 wherein R 2 is (C|-C 6 )alkoxy. 

7. The use of any one of claims 1 -6 wherein R 3 is (C ,-C 6 )alkoxy . 

8. The use of any one of claims 1-4 or 6 or 7 wherein each of R 1 , R 2 and R 3 is 
(Ci-C 3 )alkoxy. 

9. The use of any one of claims 1-8 wherein Y and Z together are =0. 
ICL The use of any one of claims 1-8 wherein Y is H and Z is OH. 

11. The use of any one of claims 1-10 wherein X is (Ci-C6)alkyl. 

12. The use of any one of claims 1-11 wherein X is CH 3 . 

13. The use of claim 1 wherein the compound of formula 1 is [(2,3,4- 
trimethoxy)phenyl]-[4-ethylpiperaztn- 1 -y I] methanone. 

14. A composition comprising a compound of formula (1) as defined in claim 
combination with a pharmaceutically-acceptable carrier. 
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EPO - DG 1 

The European Patent Office 

PB5818 Patentlaan 2 ion ->nnc 

NL-2280 HV Rijswijk 1* U 

Netherlands 



Dear Sirs 

R - £ T °Sa?en^ ^ ~ 

ISth A?ril 2005) claiming priority from 
US Patent Application No. 60/562,643 

HF Georgetown University 

Treatment of Alzheimer's Disease" 
r aHft! SLW *" 1Q41.001EP1 

BY FAX 

S^T £? 2T Georgtto^ 

European Regional Phase of this application. 

We are instructed that the "^A^bSE^ 
available states which ^^^^Stein) , Cyprus, Czech Repu- 
ia, Switzerland (including . L "« lt ™A e i 3 ^ , ' Finland, France, UK, 
blic, Germany, Denmark Lithuania, Luxembourg, 

Greece, Hungary, Ireland, Ic p e jf"_f d ' Portugal, Romania, Sweden, 
Monaco, the Netherlands Poland, Portug 
Slovenia, Slovakia and Turkey. 

* ipfter to vour Cash & Accounts 

We have today sent a °opyo^thi tt er y instructing them 

trs^ ^^S^^S^ from our Deposit Ac 

28050111 to cover:- 

1. National Fee; 

2 Designation Fees (Max 7) ; 

3. Search fee (80% i.e. Euro J76); and 

4. substantive Examination Fee (100* i.e. 

5. Additional claims fee (4) . 



contn: - 
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Since this case has a filing date before 1st July 2005 an Offi- 
cial Search fee of Euro 720 applies. However, we have only paid 
80% of the Official Search fee as the International Search was 
carried out by the U.S. Searching Authority. 

An examination fee of Euro 1490 also applies. We have paid the 
full Substantive Examination fee as International Preliminary 
Examination was not carried out by the European Patent Office. 

Would you please accept this letter as our formal request for 
Substantive Examination of this application which should be 
carried out on the basis of the claims enclosed. 

Would you please return the attached copy of this letter to 
acknowledge safe receipt hereof. 

Yours faithfully 

• . 

Brian Lucas /gar 
Chartered Patent Agent 
^European Patent Attorney 

Enc: Fee sheet (Munich) 
New claims 

Records:- SLWK 1941.001EP1 



Status - 24 Nov 06 
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WHAT IS CLAIMED IS: 10 1 T 2006 



l . Use of a compound of formula I: 




-x (i) 

R ,'x i __yx R9 \ / 

wherein: 

a) R\ R 2 and R 3 are individually H, OH, halo, (Ci-C 6 )alkyl, (C,-C 6 )alkoxy, 
(C 3 -C 6 )cycloalkyl, (Cj-Cs^ycloalkyltfC-Ce^lkyl), (C 2 -C 6 )alkenyl, (C 2 -C 6 )alkynyl, 
(C|-C 6 )alkanoyl, halo(C,-C 6 )alkyl, hydroxy(C,-C 6 )alkyl, (C,-C 6 )alkoxycarbonyl, (C- 
C 6 )alkylthio, thio(C,-C 6 )alkyl, (C,-C 6 )alkanoyloxy, N(R 6 )(R 7 ) wherein R 6 and R 7 are 
individually H, O, (Ci-C 6 ) alkyl, (C 3 -C 6 )cycloalkyl, (C3-C6)cycloalkyl(C,-C 6 )alkyl, 
phenyl or benzyl, or R 6 and R 7 , together with the N to which they are attached form a 
5- or 6-membered ring, optionally comprising 1-2 S, NCR 6 ) or nonperoxide O, or R 1 
and R 2 together are methylenedioxy; 

b) Y and Z together are =0, -0(CH 2 ) m O- or -<CH 2 ) m - wherein m is 2-4, or Y is 
H and Z is OR 9 or SR*, wherein R 9 is H or (C ( -C 4 )alkyl; 

c) X is (C,-C 6 )alkyl, (C,-C 6 )alkoxy, hydroxy l(C,-C 6 )alky I (C,-C l2 )alkenyl, 
(C 2 -C 6 )alkynyl, carboxy, (C,-C 6 )alkoxycarbonyl, thio(CrC 6 ) alkyl, (Cj- 
C I2 )heterocyclo, (Cj-C, 2 ) heterocycloalkyl(C,-C 6 ) alkyl, aryl or heteroaryl, optionally 
substituted by 1 , 2 or 3 R 1 ; 

or a pharmaceutical^ acceptable salt thereof in the preparation of a 
medicament for treating a mammal threatened or afflicted by Alzheimer's disease. 

2. The use of claim l wherein the medicament is for inhibiting AP peptide- 
induced neurotoxicity preferably APi^ 2 neurotoxicity. 

3. The use of claim I wherein the medicament is for inhibiting glutamate-induced 
neurotoxicity in said mammal. 
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4. The use of any one of claims 1-3 wherein the mammal is a human. 

5. The use of any one of claims 1-4 wherein R\ R 2 or R 3 is N(R 6 )(R 7 ). 

6. The use of any one of claims 1 -5 wherein R 2 is (Ci-C6)alkoxy. 

7. The use of any one of claims 1-6 wherein R 3 is (C ( -C6)alkoxy. 

8. The use of any one of claims 1 -4 or 6 or 7 wherein each of R\ R 2 and R 3 is 
(Ci-C 3 )alkoxy. 

9. The use of any one of claims 1 -8 wherein Y and Z together are =0. 

10. The use of any one of claims 1-8 wherein Y is H and Z is OH. 

11. The use of any one of claims 1-10 wherein X is (Ci-C 6 )alkyl. 

12. The use of any one of claims 1-11 wherein X is CH 3 . 

13. The use of claim 1 wherein the compound of formula I is [(2,3,4- 
trimethoxy)phenyl]-[4-ethylpiperazin- 1 -yl] methanone. 

14. A composition comprising a compound of formula (I) as defined in claim I in 
combination with a pharmaceutically-acceptable carrier. 
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European Patent Attorneys 
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135 WKSTHA1X ROAD 
WARUNGHAM 
SURREY CR6 9HJ 
ENGLAND 

Telephones: 01883-62621 1 



10th November 20 06 



The European Patent Office 
PBS 8 18 Patent laan 2 
NL-2280 HV Rijswijk 
Netherlands 



Dear Sirs 

Re: European Patent Application No 05 776 434.2 based on 
PCT Patent Application No. PCT/US2005/012028 

(Filed 12th April 2005) claiming priority from 
US Patent Application No. 60/562,643 

(Filed 15th April 2004) 

Applicants: Samaritan Pharmaceuticals, Inc.; and 

Georgetown University 
inventors: LECANU, L. ; GREESON, J.; PAPADOPOULOS , V 
■52 of (4-Alkylpiper Azinyl) (Phenyl) Methanones m the 
Treatment of Alzheimer's Disease" 
Case; SI^WK 1941 .001EP1 



BY FAX 



European Regional Phase of this application. 

We are instructed that the Applicant wishes to proceed i* 1 *^ 

lr ece G =y. "SSi.' « -iSSSk. ~ou|: 

Sonaco'. S?f Netherlands, Poland, Portugal, Romania, Sweden, 
Slovenia, Slovakia and Turkey. 

?; P d.du"t the w of ETO 2976.00 from our Deposit Account Ho. 
280501H to cover:- 

1. National Fee; . 

2. Designation Fees (Max 7) ; 
exarch fee (9 0% i.e. Euro 5 76) ; 

4i luDStantive Examination Fee (100% i.e. Euro 1490); and 
5. Additional claims fee (4). 

contn : - 
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Since this case has a filing date before 1st July 2005 an Offi- 
cial Search fee of Euro 720 applies. However, we have only paia 
8 0% of the Official Search fee as the International Search was 
carried out by the U.S. Searching Authority. 

An examination fee of Euro 1490 also applies we have 'P***^ 
full Substantive Examination fee as International Preliminary 
Examination was not carried out by the European Patent Office. 

i 

would you please accept this letter as our f ormal request for 
Substantive Examination of this application which should be 
carried out on the basis of the claims enclosed. 

Would you please return the attached copy of this letter to 
acknowledge safe receipt hereof. 

Yours faithfully 



/rian Lucas /gar 
bartered Patent Agent 
/European Patent Attorney 

Enc; Fee sheet (Munich) 
New claims 

Records : - SLWK 1941.001EP1 
Status - 24 Nov 06 
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WHAT IS CLAIMED IS: 

1 . Use of a compound of formula I: 




(I) 



wherein: 

a) R 1 , R 2 and R 3 arc individually H, OH, halo, (C r C 6 )aJkyl, (C]-C 6 )alkoxy, 
(C 3 -C 6 )cycloalkyl, (C 3 -C 6 )cycloalkyl((C l -C 6 )alkyl), (C 2 -C6)alkenyl, (C 2 -C6)alkynyl, 
(Ci-C 6 )alkanoyl, halo^j-QOalkyl, hydroxy(C,-C 6 )alkyl, (Ci-C 6 )alkoxycarbonyl, (C r 
C 6 )alkylthio, thio(C r C 6 )alkyl, (C r C6)aIkanoyloxy, N(R*)(R 7 ) wherein R* and R 7 are 
individually H, O, (C r C«) alkyl, (C 3 -C 6 )cycloalkyI, (C 3 -C6)cycloalkyl(Ci-C 6 )alkyl, 
phenyl or benzyl, or R G and R 7 , together with the N to which they are attached form a 
5- or 6-membered ring, optionally comprising 1-2 S, NCR 6 ) or nonperoxide O, or R 1 
and R 2 together are methyl enedioxy; 

b) Y and Z together are =0, -0(CH 2 ) m O- or KCH 2 ) ro - wherein m is 2-4, or Y is 
H and Z is OR 9 or SR 9 , wherein R 9 is H or (Ci-C 4 )alkyl; 

c) X is (CVC6)alkyl, (C,-C 6 )aIkoxy, hydroxyl(C r C 6 )alkyl (C 3 -C| 2 )alkenyl, 
(C 2 -C6)alkyny], carboxy, (Ci-C 6 )alkoxycarbonyl, thio(C|-C6> alkyl, (C 3 - 

C j^heterocyclo, (C 3 -Ci 2 ) heterocycloalkyl(C r C 6 ) alkyl, aryl or heteroaryl, optionally 
substituted by 1, 2 or 3 R 1 ; 

or a pharmaceutical^ acceptable salt thereof in the preparation of a 
medicament for treating a mammal threatened or afflicted by Alzheimer's disease. 

2. The use of claim 1 wherein the medicament is for inhibiting Ap peptide- 
induced neurotoxicity preferably APm 2 neurotoxicity. 

3. The use of claim 1 wherein the medicament is for inhibiting glutamate-induced 
neurotoxicity in said mammal. 
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4. The use of any one of claims 1 -3 wherein the mammal is a human, 

5. The use of any one of claims 1 A wherein R 1 , R 2 or R 3 is N(R 6 )(R 7 ). 

6. The use of any one of claims 1-5 wherein R 2 is (Ci-C6)alkoxy. 

7. The use of any one of claims 1-6 wherein R 3 is (C|-C6)alkoxy. 

8. The use of any one of claims 1-4 or 6 or 7 wherein each of R\ R 2 and R 3 is 
(Ci-C 3 )alkoxy. 

9. The use of any one of claims 1-8 wherein Y and Z together are =0. 

10. The use of any one of claims 1-8 wherein Y is H and Z is OH. 

1 1 . The use of any one of claims 1-10 wherein X is (C|-C6)alkyL 

1 2. The use of any one of claims 1-11 wherein X is CHy 

13. The use of claim 1 wherein the compound of formula I is [(2 t 3 t 4- 
trimethoxy)phenyl]-[4-cthylpipcrazin-l-yl] methanone. 

14. A composition comprising a compound of formula (I) as defined in claim 1 in 
combination with a pharmaceutical Jy-acceptable carrier. 
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LUCAS & CO. 

Chartered Patent Agents 
European Patent Attorneys 

Fax: INT+ 44 \ 1883 1-622997 
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135 WESTHALL ROAD 
WARL1NGHAM 
SURREY CR6 9HJ 
ENGLAND 

Telephones : 01883 -6262 1 1 



10th November 2006 



The European Patent Office 
PB5816 Patentlaan 2 
NL-2280 HV Rijswijk 
Netherlands 



Dear Sirs 

Re: European Patent Application No. 05 776 434.2. based on 
PCT Patent Application No. PCT/US2005/O12O2B 

(Filed 12th April 2 005) claiming priority from 
US Patent Application No. 60/562,643 

(Filed 15th April 2004) 

Applicants: Samaritan Pharmaceuticals, Inc.,- and 

Georgetown University 
Inventors: LECANU, L.; GREESON, J.; PAPADOPOULOS , V. 
"Use of (4-Alkylpiper Azinyl) (Phenyl) Methanones in the 
Treatment of Alzheimer's Disease" 
Case: SfeWK 1941. 0P1EP1 

BY FAX 

We have been instructed to act on behalf of Samaritan Pharmaceu- 
ticals, Inc. and Georgetown University in the prosecution of the 
European Regional Phase of this application. 

We are instructed that the Applicant wishes to proceed in all 
available states which we believe are: Austria, Belgium, Bulgar- 
ia, Switzerland (including Liechtenstein) , Cyprus, Czech Repu- 
blic, Germany, Denmark, Estonia, Spain, Finland, France, UK, 
Greece, Hungary, Ireland, Iceland, Italy f ■ . Lithuania, Luxembourg, 
Monaco, the Netherlands, Poland, Portugal, Romania, Sweden, 
Slovenia, Slovakia and Turkey. 

We have today sent a copy of this letter to your Cash & Accounts 
department in Munich, together with a fee sheet instructing them 
js^ to deduct the sum of EUR 2976,00 from our Deposit Account No. 
28050111 to cover 

1. National Fee; 

2. Designation Fees (Max 7) ; 

3. Search- fee (80% i,e. Euro 576)/ 

4. Substantive Examination Fee (lOOfc i.e. Euro 1490); and 

5. Additional claims fee (4). 
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Since this case has a filing date before 1st July 2005 an Offi- 
cial Search fee of Euro 720 applies. However, we have only paid 
80% of the Official Search fee as the International Search was 
carried out by the U.S. Searching Authority. 

An examination fee of Euro 1490 also applies. We have paid the 
full Substantive Examination fee as International Preliminary 
Examination was not carried out by the European Patent Office. 

Would you please accept this letter as our formal request for 
Substantive Examination of this application which should be 
carried out on the basis of the claims enclosed. 

Would you please return the attached copy of this letter to 
acknowledge safe receipt hereof. 



Yours faithfully 




Enc: Fee sheet (Munich) 
New claims 



Records ; - SLWK 1941.001EP1 



Status - 24 Nov 0 6 
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WHAT lb CLAIMED IS; 



I. 



Use of a compound of formula I: 




N N CH2 X 



wherein; 



a) R\ R 2 and R 3 are individually H, OH, halo, (CVQOalkyl, (CVC 6 )alkoxy, 
(C 3 -C 6 )cycloa|kyl, (C3-C6)cycloaIky1((Ci-C 6 )a]kyl), (C 2 -C6)alkenyl, (C 2 -C 6 )alkynyl, 
(Ci-C^alkanoyl, ha]o(C|-C 6 )alkyl, hydroxy(C|-C(>)aikyl, (Ci-C 6 )alkoxycarbonyl, (Ci- 
C 6 )alkyllhio, thio(C r C 6 )a!ky! 1 (C I -C 6 )alkanoyloxy, N(R 6 )(R ? ) wherein R 6 and R 7 arc 
individually H, O, (C r C 6 ) alkyl, (C 3 -C 6 )cycloalkyl, (C 3 -C6)cycloalkyl(CrC 6 )alkyI, 
phenyl or benzyl, or R 6 and R 7 , together with the N to which they are attached form a 
5- or 6-membered ring, optionally comprising 1-2 S, NCR 6 ) or nonperoxide O, or R 1 
and R 2 together are methylenedioxy; 

b) Y and 2 together are =0, -0(CH 2 )n,0- or -(CHzV wherein m is 2-4, or Y is 
H and Z is OR 9 or SR 9 , wherein R 9 is H or (Ci-C 4 )alkyl; 

c) X is (Ci-C 6 )alkyl, (C r C 6 )a!koxy, hydroxyl(Cj-C 6 )aIkyl (C 3 -C, 2 )alkenyl, 
(C 2 -C<s)alkynyl, carboxy, (C)-C 6 )alkoxycarbonyl 9 thio(C,-C6) alkyl, (C 3 - 
C 12 )heterocyclo, (C 3 -Ci 2 ) heterocydoalkyKCVQ) alkyl, aryl or heteroaryl, optionally 
substituted by 1 , 2 or 3 R 1 ; 

or a pharmaceutical^ acceptable salt thereof in the preparation of a 
medicament for treating a mammal threatened or afflicted by Alzheimer's disease. 

2. The use of claim 1 wherein the medicament is for inhibiting Ap peptide- 
induced neurotoxicity preferably Api-4 2 neurotoxicity. 

3. The use of claim 1 wherein the medicament is for inhibiting glutamate -induced 
neurotoxicity in said mammal. ^ 
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4. The use of any one of claims 1-3 wherein the mammal is a human. 

5. The use of any one of claims 1-4 wherein R 1 , R 2 or R 3 is N(R 6 )(R 7 ). 

6. The use of any one of claims 1-5 wherein R 2 is (C|-C 6 )alkoxy. 

7. The use of any one of claims 1-6 wherein R 3 is (Cr-C 6 )alkoxy, 

8- The use of any one of claims 1-4 or 6 or 7 wherein each of R 1 , R 2 and R J is 
(C|-C 3 )alkoxy. 

9. The use of any one of claims 1-5 wherein Y and Z together are =0. 

1 0. The use of any one of claims 1-8 wherein Y is H and Z is OH. 

11. The use of any one of claims 1-10 wherein X is (Ci-C6)alkyl. 

12. The use of any one of claims 1-1 1 wherein X is CM*. 

13. The use of claim 1 wherein the compound of formula 1 is [(2,3,4- 
trimethoxy)phenyl]-[4-cthylpiperazin-l-yl] methanone. 

14. A composition comprising a compound of formula (I) as defined in claim 1 in 
combination with a pharmaceutfcaHy-acceptable carrier. 
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